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Please add the following new claims 23. 44; 




gt-^ 23. (l^w) A hybrid modular polyketide synthase (PKS) comprising at least a first 
naturally occuirinlv^ctender module and a second naturally occumng extender module, 

wherein a C-tWmius of said first module is covalently linked to an N-teiminus'of a 
natmally occurring intiUolecular linker (RAL) or inter-molecular linker (ERL) and an N- 
tenninus of the second mUle is covalently linked to a C-tenninus of said RAL or ERL, and 

wherein either said fi«t module or second module is not covalently linked to said RAL 
ERL in a naturally occuning pblyketide synthase. 



or 



24. 



(New) ThUybrid modular PKS of claim 23 wherein said RAL or ERL is the 
RAL or ERL of a fest na|^ly occurring PKS and at least one of the Srst module or second 
module IS an e^ctender moWle of a second PKS different fiom the first PKS. 




25. (New) ^hybrid modular PKS of claim 23 wherein said RAL is selected fix)m 
the group consisting ofi^ ery, M4 ery, M6 ery, M2 rif, M3 riAUiSrifM 



M7 rap intra-module hnke 



rap, M4 rap, and 



26. (New) The hybri^odular PKS of claim 23 wherein the ERL is selected from 
the group consisting of M3 ery, MS^ , M4 nf. Ml rif, MS rif, M9 rif M5 rap, and Ml ] 
mter-module linkers. 



!1 rap 



27. 



(New) ^ehybridmUlarpolyketidesynthaseofclaim23whereinsaidC- 
tetmmusofsaidfir.tmodulebeingciva,entlyl^^^ 

u,t.-molecularlinker(RAL)orm^^^^^^ 

modulebemgcovalenUy linked to s^^^rminusofsaidRALorERL facilitates ^e^^^^^ 
a nascent polyketide chain from said fittmodule to said second module. 




28. 



(New) The hybri)a modular polyketide PKS of claim 27 which contains en^ 

n:odulesLand3-6andtylosinm\dule2. and whe^insaid polyketide Chain 
ery module 1 to tyl module 2 and thV to ery modules 3-6. 
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29. (Ndw) The hybrid modular polyketide PKS of claim 27 which contaiiis ery 
modules 1-5 and nSrbomycin module 6, wherein said polyketide chain is transferred fh>m ery 
modules 1-5 to nar Aiodule 6. 



30. (New) OTie hybrid modular polyketide PKS of claim 27 which contains 
modules 1 and 3-6 of and modules 2-3 of tylosin, spiramycin or niddamycin, wherein said 
polyketide chain is transferred fiom ery module 1 to modules 2-3 of tylosin, spiramycin or 
niddamycin and then to ery modules 3-6. 

31. CNew) The hVbrid modular polyketide PKS of claim 27 which contains 
modules 1-3 of tylosin, spirarjiycin or niddamycin and modules 3-6 of ery, and wherein said 
polyketide chain is transferredyom modules 1-3 of said tylosin, spiramycin or niddamycin to 
er)/ modules 3-6. 



32. (New) The hybrid Modular pol^etide PKS of claim 27 which contains a module 
of tylosin, spiramycin or niddamyciAand modules 1-2 and 3-6 of ery, wherein said polyketide 
chain is transferred from ery modules\-2 to the tylosin, spiramycin or niddamycin module and 
then to ery modules 3-6. 



33. (New) The hybrid modulai polyketide PKS of claim 27 which contains 
modules 1 and 3-6 of ery and module 5 of ^losin, spiramycin or niddamycin having the enoyl 
reductase catalytic activity inactivated, wheiL said polyketide chain is transferred fiom ery 
module 1 to module 5 of tylosin. spiramycin oLddamycin and then to ery modules 3-6. 

34. (New) The hybrid modular polykdtide PKS of claim 27 which contains ery 
modules 1-4 and 6 and module 6 of spiramycin or Ldamycin, wherein said polyketide chain is 
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transferred from ery modules 1-4 to module 6 of spiramycin or niddamycin and then to ery 
module 6. 

35. (New) Th4 hybrid modular polyketide PKS of claim 27 which contains module 1 
of FK-506 or 520 and moAiles 2-14 of r^amycin, wherein said polyketide chain is transferred 
from module 1 of FK-506 c^r 520 and then to modules 2-14 of r^amycin. 

36. (New) The hVbrid modular polyketide PKS of claim 27 which contains module 1 
and 1 1-14 of rapamycin and iftodules 2-6 of FK-506 or 520 wherein said polyketide chain is 
transferred from module 1 of r^pamycin to modules 2-6 of FK-506 or 520 and then to 
modules 11-14 of rapamycin. 

37. (New) The hybridWodular polyketide PKS of claim 27 which contains module 1 
of rapamycin, modules 2-7 of FK-506 or 520 and modules 12-14 of rapamycin, wherein said 
polyketide chain is transferred from module 1 of rapamycin to modules 2-7 of FK-506 or 520 
and then to modules 12-14 of rapamycin. 

38. (New) The hybrid modular polyketide PKS of claim 27 which contains module 1 
of rapamycin, modules 2-8 of FK'506 6^ 520 and modules 13-14 of rapamycin, wherein said 
polyketide chain is transferred from module 1 of rapamycin to modules 2-8 of FK-506 or 520 
and then to modules 13-14 of rapamycin J 



39. (New) The hybrid modular Jjolj^cetide PKS of claim 27 which contains 
modules 1-10 of rapamycin and modules 7-lV) of FK-506 or 520, wherein said polyketide chain 
is transferred from modules 1-10 of rapamycih to modules 7-10 of FK-506 or 520. 

40. (New) A nu«eic acid molecule comprising a nucleotide sequence encoding the 



hybrid modular PKS of cMiti)23. 
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41, (New) Thenlucleic 
operably linked to control 



ic acid molecule of claim 40 wherein said nucleotide sequence is 
for its expression* 



sequences 



42. (New) A methbd to prepare a hybrid modular polyketide synthase which method 
comprises culturing cells cont^fning the nucleic acid molecule of claim 4L 

43. (New) A method t^epare a hybrid modular polyketide which method 
comprises providmg substrate|to ifce polyketide synthase prepared by the method of claim 42. 



44. (New) The methodof claim 43 wherein said providing is in a cell-free system. 
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